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16. A method of treating epilepsy in a tnanunal comprising the step of administering to said 
mammal a therapeutically effective amount of a composition as defined in claim 1. 

17. A method of treating a neurological condition in a mammal comprising the step of 
administering to said mammal a therapeutically effective amount of a composition as defined in 
clahn 1. 

I 

18. A method of treating a neurodegenerative disease in a mannnal comprising the step of 
administering to said mammal a therapeutically effective amount of a composition as defined in 
claim L : 

19. A method of repairmg a nervous system injuty in a mammal comprising the step of 
administering to said mammal a therapeuticaUy effective amount of a composition as defined in 
claim 1 . 



REMARKS 

Reconsideration and allowance of the subject application are respectfully 

requested. 

Claims 1 -4 has been amended to clarify the definition of R^R^aQdR^ ClaimsS- 
7 and 13 have been amended to reduce the number of recited compounds. Claims 14-19 have been 
added and are supported in the present appHcation at page 2. lines 12-29 and page 14,hnes6-15. In 
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summary, it is believed that no new subject matter has been added to the present application by the 
amendments presented herein. 

Accordingly Claims 1-7 and 9-19 cuirently stand in the present applicatioii. 
Claims 1 and 13 are mdependent. 

In Paragr^h 2 of Paper Number 5, the Examiner rejected Claiitis 1-12 under 35 
U.S.C. §112 (second paragraph) as purportedly being indefinite. This rejection is traversed. 
Reconsideration is requested in Hght of the amendments submitted herewith and the following 
remarks. 

The Examiner's suggestion in Paragraph 2(a) of Paper Number 5 has been 

adopted. 

The rejection in Paragraph 2(b) of Paper Number 5 should have been appUed to 
Claim 5. Notwithstanding this, the rejection is moot since this compound is not referred to in Claim 
5y as amended herein- 

The rejection in Paragraph 2(c) of Paper Number 5 is moot since the latter 
compound is not referred to in any of Claims 5-7 and 13, as amended herein (Claim 8 has been 
cancelled without prejudice or disclaimer). 

The rejection in Paragr^h 2(d) of Paper Number 5 is traversed. The 
specification, in the hands of a person of ordinary skill in the art, provides a clear description of 
' '*neurotrophin-mediated activity". See, for example, the present application at: page 1, line 20 to 

9 
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page 2, line 29; page 1 3, line 20 to page 14, line 5. Notwithstanding this, the term "neurotrophin- 
mediated activity is discussed clearly in the present application on page 5, line 26 to page 6, line 8. 

In simmaiy, the Examiner is requested to reconsider and withdraw the rejection 
of Claims 1-12 under 35 U.S.C. §112 (second paragraph). 

The Examiner raises anumber of prior art rejections in Paper Number 5. Most of 
these rejections were raised under 35 US.C. §102(b). All prior art rejections are traversed. 

The Examiner is requested to reconsider and withdraw all rejections under 35 
U.S.C. §102(b) in light of the foUoiwing remarks. 

Regarding the rejection of Claims 1-3 and 9 as being purportedly anticipated by 
Costi (Paragraph 4 of Paper Number 5) and Claims 1-4 and 9-12 as being purportedly anticipated by 
Malizia or Semenovich (Paragraph 6 of Paper Number 5), Applicant wishes to point out that Claim 1 
of the present ^plication has been amended herein to recite that and cannot both be hydrogen. 
As such, these Claims are not anticipated by Costi or Mahzia, This is also a feature of independent 
Claim 13 of the present apphcationi as amended herein. Accordingly, AppHcant submits that none 
of Costi, Malazia or Semenovich anticipates the Claims of the present application, as amended 
herein. ' 

Regarding the rejection of old Claims 1-12 as being purportedly anticipated by 
either Sestanj I (Paragraph 5 of P4)er Number 5) or Sestanj n (Paragraph 7 of Paper Number 5), 

AppHcant notes that the moiety iof the compound of Formula I in Claim 1, as amended herein. 

i 
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does not read on to the moieties taught at this position in either of the prior art references. This 
distinction is also found in independent Claim 13 of the present application, as amended herein. 
Accordingly, Applicant submits that neither Sestanj I nor Sestanj n anticipates the Claims of the 
present application, as amended herein, 

Regardmg the rejection of old Claims 1-3 and 9 as being purportedly anticipated 
byBranal (Paragraph 8 of Paper Number 5) and Clauns 1-9 and 13 as being purportedly anticipated 
by Brana U, Applicant notes that,; for these references to be applicable, in the compound of 
Formula I in Claim 1 of the present appHcation would have to read on to the moiety -CH2COOH. 
As the Examiner wiU note, in the compound of Formula I of the present application (as, amended 
herein) does not read on such a moiety. This distinction is also found in independent Claim 13. 
Accordingly, Applicant submits that neither Brana I nor Brana n anticipates the Claims of the 
present apphcation, as amended hereirL 

In light of the foregoing comments. Applicant submits Claims 1-13 distinguish 
over the prior art relied on by the Examiner in raising the various rejections under 35 U.S.C. § 1 02(b). 
Accordingly, the Examiner is requested to reconsider and withdraw aU rejections based on 35 U.S.C. 
§102(b). 

The Examiner Irejected old Claim 13 under 35 U.S.C. §103(a) as beiug 
purportedly unpatentable over Sestanj I in view of Bundgaaxd. This rejection is traversed. 
Reconsideration is requested in view of the following remarks. 
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!■;! 

The Examiaer relies on Sestanj I for the teaching of a specific compoimd which is 

'i 

not covered by any Claim in the ]3iriesent J^phcation, as amended herein. The Examiner relies on 
Bundgaard for the production of an; bster or amide analogue as a prodrug of the compound taught by 
Sestanj. As stated above, Sestanj ■fails to teach a compound covered by any claim in the present 
appUcation. Thus, modifying its teachings as proposed by the Examiner does not alleviate the 
shortcomings of the Sestanj reference. Sestanj simply fails to teach or suggest any compound 
covered by the claims of the present apphcation. Accordingly, the Examiner is requested to 
reconsider and withdraw the rejection. 

The Examiner rejected old claims 1-3 and 9 under 35 U-S.C § 103(a) as being 
purportedly unpatentable in view, of Brana m. This rejection is traversed. Reconsideration is 
requested in light of the following remarks. The Examiner relies on Brana IH for the teaching of a 

bisnaphthalimide having cytotoxic' activity. As tlie Examiner will note, since the claims of this 

' j, 

present application no longer include such compounds, it is believed that this rejection is now moot. 
The Examiner is requested to reconsider and withdraw the rejection in view of Brana m. 

In Paragraphs and 14 of Paper Number 5, the Examiner raises a provisional 
obviousness-type double patentin^irejection against Clauns 1-13 in view of copending application 
S.N. 09/457,606. To substantiate provisional rejection, the Examiner states: "Although the 
conflicting claims are not identical; they are not patentably distinct from each other because the 
instant claims are encompassed by the copending claims." The provisional rejection is travereed and 

reconsideration is requested in light of the following remarks. Applicant submits that the 

i I 
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amendments made to the Claims of the present application and amendments made to the Claims of 
the '606 application have resulted ^in there being no overlap between the Claims of the respective 
applications. Accordingly, the Exkminer is requested to reconsider and withdraw the provisional 
rejection. 

In light of the foiegoing, the Examiner is requested to reconsider and withdraw all 
prior art rejections. ■ 

In view of the atove amendments and remarks, it is believed that this application 
is now in condition for allowance, ^and a Notice thereof is respectfully requested. 

Apphcants' undersigned agent may be reached by telephone at (416) 862-5775. 
All correspondence should continue to be directed to our below Hsted address. 



Resp 




submitted, 



. Nassif 
for Applicants 
RegistjrationNo. 33,640 



GOWLING LAFLEUR HENDERSON LLP 
Suite 4900 i 
Commerce Court West j 
Toronto, Ontario \ 
Canada M5L 1J3 j 
Facsimile: (416)862-7661 \ 

i 
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Maxked-up Claims ' 

1 

1 . A pharmaceutical composition comprising a compound of Formula I, 




wherein ,; 

is selected from aJkyl; aryl-lowferalkyl; [heterocycle-Ioweralkyl;] loweralkyl-carbonate; amino 
[optionally] monosubstituted or disubstituted with a [substituent selected from loweralkyl, aiyl and] 
hydroxyloweraUcyl; benzimidaz-2-yl; 




i 
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and] 




wherein R* is phenyl optionally mlsnosiijbstituted or disubstitiited with a substituent selected from 
loweralkyl and halo; phenyl optioi ally inonosubstituted or disubstituted with a substituent selected 
from amino, loweralkoxy, hydroxyjand loweralkyl; NHCH2CH2OX wherein X represents an in vivo 
hydrolyzable ester; and rioweralkyl 1C?-C^ alkvl -fR^rR^ wherein one of R' and is selected from 



H and loweralkyl and the d;ther; is selected from carboxy, carboxy-loweralkyl and 

!■ ! : 

loweralkoxycarbonyl; and j 1 ; 

and are independently selected from H, NO2, halo, di(loweralkyl)amino, cyano, C(0)OH 

{■■ i 

phenyl-S-, loweralkyl, and Z(0)0^^ wherein Z is selected from C and S and is selected from H, 
loweralkyJamino and arylamino , with the proviso that both and R^ are not both hydrogen: 



15 



I' 

and pharmaceutically accqpta&le 



salts thereof, in an amount effective to inhibit 



neurotrophin-mediated activity, aid a [suitable] phaimaceuticallv accep table earner. 



2. A pharmaceutical compositioD According to claim 1, wherein is selected from alkyl; 



aryl-loweraJlcyl; [heterocycle-loweralkyl;^ loweralkyl-carbonate; amino [optionally] monosubstituted 

or disxibstitutued with a [subitituerit selected from loweralkyl and] hydroxyloweralkyl; 

I 

benzimidaz-2-yl ; 




* H 




CH. 



wherein R"* is phenyl optionally nlonos'^ibstituted or disubstituted with a substituent selected from 

loweralkyl and halo^ phenyl optiorially monosubstituted or disubstituted with a substituent selected 

i. 1 1 

from amino, loweralkoxy, hydroxy and loweralkyl; NHCH2CH2OX wherein X represents an in vivo 

|. i ; 

hydrolyzable ester; and rioweralkyl] C^-^^ aIkvl -(R^l(R^;^ wherein one of R^ and is selected from 
H and loweralkyl and the other! [is selected from carboxy, carboxy-loweralkyl and 
loweralkoxy-carbonyl; aud 

R and R are independently selected Ifrom H, NO2, halo, di(loweralkyl)amiiio loweralkyl and 

; i| 

phenyl-S- , with the proviso that both R?iand R^ are not both hydrogen . 
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3. A pharmaceutical composition! according to claim 2, wherein is selected from 

) 1 1 : 

aiyl-loweralkyl; [heterocycle-loweralkyl;] loweralkyl-carbonate; amino [optionally] monosubstituted 

I': |i - ■ 

or [disbstitutued] disubstituted with [a su^stituent selected froih loweralkyl and] hydroxylo weratkyl; 

benziimdaz-2-yl; NHCHaCHzOXj! wherein X represents an in vivo hydrolyzable ester; and 

' \ \ 

[loweralkyl]C2iC4alky(-(R^)(R^ Whereii one of and R^ is selected from H and loweralkyl and the 

It 

other is selected from carboxy, carboxy|-loweralkyl and loweralkoxy-carbonyl; and 



2 3 !. 

R andR are independently selected from H, N02> diqoweralkvDamino, loweralkyl and phenvl-S-, 
with the proviso that both R^ and R^ are not both hydrogen . 

4. A pharmaceutical composition according to claim 3, wherein R' is selected from amino 

[optionally] monosubstituted or [ilisbstitumed] disubstituted . wilh [a substituent selected from 

loweralkyl and] hydroxyloweralkyl; NriCH2CH20X wherein X represents an in vivo hydrolyzable 

i : ! f . .' 
ester; and f loweralkyl] C^-C^ alkvi- (R^ipi^ wherein one of R^ and R^ is selected from H and 

' '■ i 

loweralkyl and the other is selected from carboxy, carboxy-loweralkyl and loweralkoxy-carbonyl; 
and i:. -Ij 

ii ji 

2 3 f 

R andR are mdependently selected from H. loweralkyl and NQ^ . with the proviso that both R^ and 

V ! i , ' ' 

R^ are not both hydrogen . i [ 

'',;'!-■ 

5. A pharmaceutical composition ajcprding to claim 1 wherein the compound of Formula I is 

i 'if 

selected from the group consisting pfi ! i 

t'l i f 

N- {5-NitrO' lH-benz[de]isoquinoline- 1 ,3 (2H)-dione}-2-aminoethanol; 

;; ' ^ 
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P^-Dimethylamino-l 3-<iiojxo-5 



iiitro- 1 ,2,3,4-tetraliydroben2o [ijisoquinoline; 

li 



I- 1 ^,3|i,'4-tdlrahydrobeiizo [i]isoqiiiiioline)acetic acid; 



N-(l,3-Dioxo-5-nitro 



N-Acetoxy-1 ,3-dioxo-l ,2,i,4-tdirabydrobenzo[i]isoqijd^ 

N-(l ,3-Dioxo-5-mtro-l ,2,311,'4-tejt ahydrobenzo [i]isoqiiinoline)aimnoethanol; 

i' ! 

N-FurfuryM ,8-naphthaliinide; 

h ■ 

6-(N,N-Dimetiiylammo)-2|(beiiztaiidazol-2-yl)naph1^^ 

• i ■ ' 

N-(Pyrid-2-ylethyl)-l ,8-naphthaliimde; 

1 ,3 -Dioxo-6-phenylmercap,to-N ■ 

i ■ I 

benzo[i]isoqaiiioline;] | . \ 



■(pyrid-2-ylethyl)- 1 ,2,3,4-tetrahydro- 



2-{2-(4-Methylphenylsulplaonbiiido)phenyl}-6-(N;N-dimethylam 

i i ; 

naphthalimide; 1 i i : 

11 I i : 
I' i"[ 

[ 1 ,3-Dioxo-2- {2-(4-inethylphedylsulphonamido)phenyl} - 1,2,3, 4-tetrahydro- 



benzo[i]isoquinoliiie;] f ' ' : 
N-Octyl-S-nitronaphthaliinide; 1 1 | 
[5-Bromo-l,3-dioxo-N-metlhylpl5dd-3-yl-l,2,3j4-tet^ 

j i [ 

[ijisoquinoline; ^l' f ' 

1 ,3-Dioxo-5-nitro-N-(pyrid|-2-y] ethyl)- 1 ,2,3,4-tbtrahydro[i]isoqumoliiie; 
6-Ni1xo-2-(tetTahydrofiii^-^-ylniethyl)naph1haliim 
N-(l ,3-Dioxo-i ,2,3,4-teti^iydrc»beiizo[i]isoquinolme)aiiiinoetlianol; 
Naphthalicacid-N-aminoiiiiide;] S 

ji; : I 

2~ {2-(4-Melhylben2sulphoiiLamidb)-4,5-dichloroplicnyl} naphfhalimide; 



18 



f 



07/15/02 12:40 FAX 416 862 7661 



lg]020 



3-Nitro- 1 , 8-(N-propioiicarl ioxy. .ate)succiiiainidonapthalene; 



[ 1 ,3-Dioxo-2-(2-aminophaayl) 

i 

6-Nitro-2-(pyrid-3-methyl)!liaph 



l|,2,3,4-tetraliydrobenzo [i] isoquinoline; 
limlimide;] 

3-Aniino-7,4-bis(etiiyl"l,3-{iibxc!)-'l,23,4-tet^ 

2- (Ben2iiiiidaz-2-yl)- 1 ,3-di &X0- i[2,3 Atetrahydrobei^ 

[2-(2-Ammophenyl)naphthaIiimde;] 

I' 1 i , 

1 ,3-Dioxo-2- {4,5-dimethyl-2-(4-|[iie11iylphenylsulphonaimdo)phenyl} - 

1 ,2,3 ,4-tetrahydrobenzo||3iso<ihinolme; 

r • ' > 
CI: 

3- Methyl-3-(l,3-dioxo-5-nitro(lH^H)ben2[de]isoquiQolyl)butyric acid metbylester; 

|j I f ; 

[ 1 ,3 -Dioxo-N-methyltetrah^^fiirfiir-2-yl-5-^ ;2,3,4-tetrahydro- 



[ijisoquinoline;] 
N-(4-Ethoxypheayl)-5-nitronaphr 



[6-Nitro-2-(fbrfuiyl)naphtilalim' 
Ethyl-5-nitro- 1 ,3-dioxo- lH^benq;d< 



Naphthalicacid-N,N'-diiinide: 



[2-(2-Hydroxyphenyl)naphfhaliipide;] 



5-AmiBO-N-bulylnaphthaIiimde; t 

- ; ■ 
I' ■ I f ' 

l,3-Dioxo-5-mlTo-n-propylmoiphoHno-l,2,3,4^tetrahydrobe^ 



[6-Nitro-2-(pyrid-2-ylet]iyl)Qaphli^^ 
N-Methylnaphthalimi de; 
N-(Pyrid-2-ybnethyl)naphtiialiiiii:de; 



19 

! : 

i , 



jthalimii 
de;] 



de; 



de]isoquiiioline-2-3H-acetate; 



07/15/02 12:40 FAl 416 862 7661 



M 



{gl021 



N-(3,5-Dimethylphenyl)-lj8-naJ)hthaliinide; 



6-Bromo-N-ditBethylamiiio- 1 ,3 
[i]isoquinoliiie;] 



■dioxo- 1 ,2,3,4-tetrahydroben2o 



N-(l ,3-Dioxo-6-phenyli]ierG!apt9- 1 ,2,3,4-tetrahydrobeEizo[i]isoquinolme)- 

|;.^ • 

animoethanol[; and | ■ i' 
N-Ariilmo-l ,8-iiaphthaliimde] . 

6. A pharmaceutical composition according to claim 2 wterein the compound of Foimula I is 
selected fixim the group consisting! of: 

N- {5-Nitro- lH-benz[de]isoiquin,oline- 1 ,3 (2H)-dione}-2-aminoethanol; 

[N-Dimethylamino-l,3-di(3ji^o-57mtro-l,2,3,4-tetr^^ 

N-(l ,3-Dioxo-5-mtro-l ,2,3;j4"teirahydrobenzo[i]isoquinoline)acetic acid; 

N-Acetoxy- 1 ,3 -dioxo- 1 ,2,3,4-tetrahydrobenzo[i]isoqumoline; 

ij.: ' 

N-( 1 ,3-Dioxo-5-mtro-l ,2,3i,4-tetrahydrobenzo[i]isoquiholine)aminoethanol; 

I 'i ! i 

N-Fujfiiryl- 1 ,8 -naphthalimide; 
6-(N,N-Dimethylamino)-2-|(|ben:5i^ 
N-(Pyrid-2-yletbyl)-l,8-nfl^hthaiimide; 
l,3-Dioxo-6-phenyhnercaptb-N-((pyrid-2-ylethyi)-l^,^^ 

benzo[i]isoquiaoline; 
2- {2-(4-methylphenylsuip] jpnan:fido)phenyl} -6-(N,N-dimethylanmio)- 

naphthalimide; 
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1 ,3-Dioxo-2- {2-(4-tuethylpiieiii /^lsulphonamido)phen; 



[i]isoquinoline; 



;j 



,4-tetrahydrO' 



betizo[i]isoqumoliiie;] 
N-Octyl-5-nitron^hthaliiiiide; 

iil ■ , 

[5-Bromo- 1 ,3-dioxo-N-meh|hylpyrid-3-yl-l ,2,3,4-tetrahydrobenzo- 



hi'.' •• : 

3-Nitro-l,8-(N-propioiicarbpxylate)succmaimdoimpth^ 



1 ,3-Dioxo-5-nitro-N-(pyn4f2^yl4thyl)-l ^,3,4-tetrahydro[i]isoqumoliiie; 
6-NilTo-2-(tetrahydrofuraii-2-ylinethyl^ 
N-( 1 ,3-Dioxo-l ,2,3,4-tetraliydrobeiizo[i] isoquinoline)a 
N^hthaHcacid-N-armnoiloide;] ; 
2- {2'(4-MetbylbenzsiUphopaim(io)-4,5-dicm 



amiaoethanol; 



[ 1 ,3-Dioxo-2-(2-aimnophteyl)-;i ;2,3,44elTahydrobeiizo 

6-NilTo-2-(pyrid-3-me1iiyli)iiaphtlialiimd 

.i ; : : • h 

3.Aimno-7Abis(ethyl-l,j -dioxo|-l,2,3,4-tetrahydrobeiizo[i]isoqm^ and 

2-(Benzimida2-2-yl)-l,3^di6xO'iA3,4-^^^ and 

2-(2-Aminophenyl)naphth alibidde] . 

7. A pharmaceutical composition aiccordrag to claim 3 wherein the compound of Foimula I is 

I I i: j 

[selected from the group consisting! of:] • 

N-{S-Nitro-lH-benz[de]is6quin[>line-l,3(2H)-dione}-2-aniinoethanol[; 
N-Dimethylamino- 1 ,3 -dio xo-5i iitro- 1 ^,3 ,4-tetrahydr( >benzo[i] isoquinoline; 



f. ■ 
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13. 



N-(l,3-Dioxo-5-mtro-l,2,; 
N-Acetoxy-1 ,3-dioxo- 1 ^2, 
N-(l ,3-Dioxo-5-nitro-l 

N-Furfbiyl- 1 ,8-iiaphtlialmiide; 

.ij 

6-(N,N-Dimethylammo)-2l{beii2iimdazol-2-yl) 



»4-tetraliydrobeiizo[i]isoqiiinoline)acetic acid; 
,4-tetrahydrobenzo[i]isoquiaioline; 

; I i 

^^4-tetrahydroberizo[i]i5oqimoline)aiiim 

! 

iic 

li 



N-(?yrid-2-ylethyl)-l,8-naphliiiliimde; and 



1 ,3-Dioxo-6-pheny]inercapto-]^J 



-(pyrid-2-ylethyl)-l ^,3,4-tetrahydro- 



beiizo[i]isoquinoline] o r its phamaceuticallv ^ccptable salt . 



An in vivo hydrolyzable ester briamide of a compound selected from the group consisting of: 

N-{5-Nitro-lH-benz[de]isJqmnbline-l,3(2H)-dione}-2^ 

!| ji ;'J 
[N-(l ,3-r>ioxo-5-nitro-l,2,3,4-tefrahydrobenzo[i]is6quinoIine)acetic acid; 



N-( 1 ,3-Dioxo-5-nitro- 1 ,2,j3. ,4-te hc^ 

N-(l ,3-Dioxo-l .2,3,4-tetrai Lydrobenzo[i]isoquinoline)aminoethanol; 

Naphthalicacid-N-aniinoitfrSide ;] i 

'i '; .'.I 

3 -Nitro- 1 ,8-(N-propioncaj ijoxyj ate)succinamidonapthalene; 

[ 1 ,3'Dioxo-2-(2-aminopheiiyl)-i ;2,3 ,4-tetrahydrobenzo[i]isoquinoliiie'] 

:l ill 

3-Amino-7Abis(ethyi-l,3jdio3db)-lA3,4-tetmhydrobenzo[i]isoquinoli^^ 
[2-(2-Aminophenyl)naphthalimide; and] 



2-(2-HydroxyphenyI)naph 



tkalimide. 
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